
1

Medical Policy Reference Manual
Medical Policy

7.01.030 Therapeutic Apheresis
Original MPC Approval: 04/01/1998
Last Review:                  09/16/2019
Last Revision:                01/01/2023

Description
Therapeutic apheresis is a procedure in which plasma or cellular components of blood are separated from the 
circulating blood volume for the treatment of disease.  Plasmapheresis, plasma exchange, cytapheresis, and 
extracorporeal immunoadsorption are all types of apheresis.  

Plasmapheresis is a procedure in which plasma is separated from its cellular components.  These cellular components 
are returned to the donor. The plasma may be treated and returned to the donor or discarded and replaced.  Therapeutic 
plasmapheresis is often used in conjunction with immunosuppressives, chemotherapeutic agents and/or corticosteroids 
to treat disease.

Plasma exchange is a term often used interchangeably with plasmapheresis.  During plasma exchange, a large 
volume of plasma is removed and replaced with either donor plasma or another volume substitute (such as saline, 
donor serum albumin, fresh frozen plasma).  Antibodies, immune complexes, paraproteins, drugs, toxins, inflammatory 
mediators, and other plasma components may be removed with this technique.

Cytapheresis is the selective removal of red blood cells, white blood cells or platelets.  This procedure includes 
thrombocytapheresis or plateletpheresis (removal of platelets), erythrocytapheresis (removal of erythrocytes) and 
leukapheresis (removal of leukocytes).  The plasma may be returned to the donor or replaced.

Extracorporeal immunoadsorption is a therapeutic apheresis procedure that uses a filter to selectively remove 
certain components from the plasma, which is treated and returned to the donor.  One type of this selective removal is 
called Protein A Immunoadsorption.  Protein A is a molecule present on the cell wall of certain strains of Staphylococcus 
aureus.  This protein has an affinity for immunoglobulin G (IgG).  The Protein A Immunoadsorption Column is a type of 
filter that contains a highly purified Protein A bound to a silica matrix.  Plasma is separated from the donor's whole 
blood and is passed through the Protein A Column.  Circulating IgG is thereby removed from the plasma. The treated 
plasma is returned to the donor.

Policy
Therapeutic apheresis is considered medically necessary for any of the conditions listed below:

• ABO incompatible hematopoietic progenitor cell transplantation;
• acute inflammatory demyelinating polyneuropathy (Guillain-Barré syndrome; severity grade 1-2 within 2 weeks of 

onset; severity grade 3-5 within 4 weeks of onset) (grade 1 = minor symptoms or signs of neuropathy but capable 
of manual work, grade 2 = able to walk without support but incapable of manual work, grade 3 = ability to walk with 
assistance, grade 4 = confinement to a bed or chair bound, grade 5 = requiring assisted ventilation for at least part 
of the day or night);

• ANCA-associated vasculitis (example Wegener's granulomatosis) with associated renal failure (serum Cr > 5.8 
mg/dl);

• anti-glomerular basement membrane disease (progressive renal failure due to anti-basement membrane 
antibodies) (Goodpasture’s syndrome);

• chronic inflammatory demyelinating polyneuropathy (CIDP);
• familial homozygous hypercholesterolemia;
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• HELLP syndrome of pregnancy (hemolysis, elevated liver enzymes, low platelets);
• hemolytic uremic syndrome (HUS);
• hyperviscosity syndromes associated with Waldenstrom's macroglobulinemia, cryoglobulinemia, multiple 

myeloma, catastrophic phospholipid syndrome or other conditions;
• idiopathic thrombocytopenic purpura (ITP) in life-threatening situations;
• leukemia;
• multiple sclerosis or other conditions, such as transverse myelitis, acute fulminant central nervous system (CNS) 

demyelination; 
• myasthenia gravis in crisis or as part of preoperative preparation;
• N-methyl-D-aspartate receptor antibody encephalitis;
• paraproteinemia polyneuropathy, IgA or IgG; 
• post-transfusion purpura;
• Progressive multifocal leukoencephalopathy associated with natalizumab;
• pure red cell aplasia unresponsive to steroid and immunosuppressive therapy (including sickle cell disease/sickle 

cell anemia);
• rheumatoid arthritis
• solid organ transplant patients in acute antibody-mediated organ rejection or in those at high risk for antibody-

mediated organ rejection;
• thrombotic thrombocytopenic purpura (TTP).

Other applications of therapeutic apheresis for conditions not listed in the above policy statement are considered 
experimental / investigational as they do not meet TEC criteria # 2-5.  This includes but is not limited to:

• amyotrophic lateral sclerosis (ALS);
• asthma;
• chronic fatigue syndrome;
• multiple sclerosis in the absence of acute fulminant onset;
• paraneoplastic syndromes including Lambert-Eaton myasthenic syndrome;
• paraproteinemic peripheral neuropathy, associated with POEMS syndrome (polyneuropathy, organomegaly, 

monoclonal protein, and skin hyperpigmentation) and MGUS (monoclonal gammopathy of undetermined 
significance) or other conditions; 

• pemphigus;
• polymyositis and dermatomyositis;
• Refsum's disease (phytanic acid storage disease);
• regional enteritis (Crohn's disease);
• scleroderma;
• systemic lupus erythematosus (SLE). 

Policy Guidelines
Experimental/Investigational 
The term "experimental/investigational" describes services or supplies that are in the developmental stage and are in 
the process of human or animal testing. Services or supplies that do not meet all 5 of the criteria listed below adopted 
by the BlueCross BlueShield Association Technology Evaluation Center (TEC) are deemed to be 
experimental/investigational: 

1. The technology* must have final approval from the appropriate U.S. government regulatory bodies; and 
2. The scientific evidence must permit conclusions concerning the effect of the technology on health outcomes; and 
3. The technology must improve the net health outcome; and 
4. The technology must be as beneficial as any established alternatives; and 
5. The improvement must be attainable outside the investigational settings. 
* Technology includes drugs, devices, processes, systems, or techniques

Rationale:
The use of therapeutic apheresis is an established treatment for certain indications as outlined in the above policy 
statement. There is a scarcity of current peer-reviewed literature to support the use of therapeutic apheresis for other 
than those medically necessary indications.
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Update 2019:
A search of peer-reviewed literature was performed for the period of July 2017 through July 2019. The policy statement 
was updated to include N-methyl-D-aspartate receptor antibody encephalitis and progressive multifocal 
leukoencephalopathy associated with natalizumab as medically necessary indications.

Update 2017:
A search of peer-reviewed literature was performed for the period June 2015 through June 2017. Findings in the recent 
literature do not support the use of therapeutic apheresis for other than the medically necessary indications noted in 
the existing Policy statement. 

Update 2015:
A search of peer-reviewed literature was performed for the period of January 2013 through May 2015.  There is a 
scarcity of current peer-reviewed literature to support the use of therapeutic apheresis for other than the medically 
necessary indications noted in the existing Policy Statement.

Update 2013:
A search of peer-reviewed literature was performed for the period of January 2011 through December 2012.  There is 
a scarcity of current peer-reviewed literature to support the use of therapeutic apheresis for other than those medically 
necessary indications.

Update 2010:
A search of peer-reviewed literature was performed for the period of December 2008 through December 2010.  The 
policy indications were updated by adding ABO incompatible hematopoietic progenitor cell transplantation and ANCA-
associated vasculitis.  Medically necessary indications for Guillain-Barré and myasthenia gravis were clarified. 

Update 2008:
A search of the peer-reviewed literature was performed, and the reference list updated through November 2008.  In 
the policy indications, IgA, or IgG paraproteinemia polyneuropathy was added to medically necessary indications and 
Lambert-Eaton myasthenic syndrome was changed to investigational.

Benefit Applications
There are no Benefit Application guidelines for this Medical Policy.

Provider Guidelines
There are no Provider Guidelines for this Medical Policy.

Cross References to Related Policies and Procedures
2.03.005               Adoptive Immunotherapy, Policy
3.01.018               Treatment of PANS / PANDAS, Policy
7.03.001               Human Organ Transplants, Policy
7.03.003               High Dose Chemotherapy / Radiation Therapy with Allogeneic Stem Cell Support, Policy
7.03.004               Placental and Umbilical Cord Blood as a Source of Stem Cells, Policy
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